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m m m 

m^&mmo&wm&z$/x\zmn\zftommtmm\ ■, m$.mm<D&mmz&z> 
mmmmmwmm ; m^z, miLmmommwmm ; \z%z>%(D-e$>z>» 

N- [6 h^v-- 5- (2-^h^y7x^y) -2- (2-fU5y 
- 4 - fc!U Sv'-JH - 2 -7x-Jl/Xf>XM>7 5 FXH^CIH 
ffl^^WH 9 7 /2 2 5 9 5^fE^f2«£tlT&D> X> FizU >ET A g§ 
ftH^fTSET - 1 ©|££»J{1Mi!, ROC, ET-l^tt©IfJRi'#JII: 

^B^^«fT^^^^(DiiJig&@Wi IT, N- [6 h*->- 5 - (2 
h^y7x7^y) -2 - ( 2 - tf U 5 Z?—)),) - 4 - tf 'J 5 v - M -2 

\z 7? v i xifeic^ n &n o c 

-2 - (2-t:U5yXJl/) -4-t!U$y-^] - 2 - 77 x Xjyxf>7Jl/* 

nmmm., mmmmmmm, Emmm&. wmm. m>i»m. mi^bnmm, mm 
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et- i ttt h^mmm^\z^TmM&m5£-tz>ztf)m&-£n~c^z> a m 
h <D±.umm\z e t - i t^skH(Dmmm^mm^n^> 

(J. Hypertension, 8, 81 1-81 7, 1990) o £fc, Mm^Jlt Itlffl ^tlT^"^ 
X^Jl/T'J^itfiHC^^T. E T — 1 ij > ct -5^^© first 

phase & J; second phase £W^£*f3&t~£;i<h^f8 J §-£:nT^<5 
(Can. J. Physiol. Pharmacol. , 75, 596-600, 1997) 0 ^^M'^ V^T first phase 
«^n^#0©m^fiJ^{3j;§^0§, second phase te^fizi^^J; 
^MbTli§ (Pain, 38, 247-352, 1 989) o 

Sfc, #fg9§#«N- [6-^h^->-5- (2-^h^y7x7+y) - 2 
- ( 2 - t! U 5 y^Jl/) - 4 - fcfij 5 >>-;]/] - 2 --7oi-;1/X^>x;UaK>T 

t) ii#tfe©#<E^^3E^fi*5SnSj&«(Semin. , Oncol. , 21, 630-656, 1996), # 

ET - 1 te,^X#^IEMMJ&MC3T3-El RZ$? y bMMItfr *>Wft%& L 
fc#MJl§JC;StfLT, ET A SW#^^bTMIS^C a 2+ ?lJt ©_L#^>D N A^j5g 

(Am. J. Physiol. , 257, E797-E803, 1 989 / Biochem. Biophys. Res. Commun. , 170(3), 
998-1005, 1990 / Bone, 21 (2), 143-146, 1 997) 0 
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MC3T3-E1 (DET- 1 M5£mmfo&KJfc\Ztt LTiS^ffl £^ Ltzo 

- ( 2 - fc! U 5 v>:=JI/) -4-tfU^v-;H - 2 -7 x.-)lJL^>X)lfr>T 

t h tuS:li^*fflflS^^E T - 1 m^tE^WTS H £ (Nat. Med. , 1 (9), 944- 
949, 1 995) K:^E T a S^# L Tif £ - £ (Cancer Res, 56, 663- 

668, 1996). &m&&m-?2>tft±Lm&Bm'T?fc* &m&&m-2fc^ffi&Bmmm\z 

^TiH^ET - liK*i±#lTVJ5It (Nat. Med. , 1 (9), 944-949, 1995) ^ 

£fc> :£fgBJi^«N- [6 h*:>- 5 - (2-^h^>7i;^» -2 

- (2-HU5y^) -4-tf'J5y-JV] -2-7xZJHf/XW>7 

*mmm\ZN- [6-;*h*~>-5- (2-^f*y7i7^» -2 

- (2 -tf'J $y^) -4-b°'J5y-JH -2-7i^JHt>7M>7 
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mt>, *5£W\Z, N- [6-^h^->-5- (2-^h + y7i; + y) -2 

- (2-k°'J5y-JV) -4 - tfU $y-Jk] - 2 - 7 x x;i/X^>X;P* >7 

sis, pii) , mmik. m&m&> wmwm, ^mmmmmm, 
mum. h-mm, m.&>bm&m, mmm. < ^mrfmM. mmmmm 

ifC7)^(DN- [6-^h^->-5- (2-/b + ->7xy+y) -2- ( 2 - fcf 

£fc> #fgBJte, N- [6-^h+->-5- (2-^h + y7x7^y) -2 

- (2-k°U5y-^) - 4 - h°U 5 vx;H - 2 - 7 x x ;i/X^>7Jl^ >7 

N- [6-^h + v-5- (2-^h^>7i;^» - 2- ( 2 - tf U ^ vX 
- 4 - tfU ^ y-iH - 2 - 7i-;Ht>X;1/*>75 HSfctt^Ofii 
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55 C ifmm, N- [6-^b^v-5- (2-^h4y7i^y) -2 

- (2 -tf U $y^) - 4 - tfU -2-7i^JHt>7;W>7 

M(Dmm<D%,(DN- [6-^h=^v-5 - (2-^ f^>7i/+y) - 2- (2 

- tf U $y-^) - 4 - tf'J 5 -2-7x-JHf>7Jl/*>75FS 

© ism^ w t w ^ $ n « % cd ^ffl tc m -r s . 

N- [6-*h3Pv-5- (2-^h^y7i;^y) -2 

- (2-t:USy^) - 4 - tf'J 5 - 2- 7i"iHf>7J^>7 

fcl^©j(aJR4 , *a!tt^ET A ^'»Mta^T*5 ABT-627 Cl- (N, N-v*? 
^)V%)Vn=E^ -2 (R) - (4-^h + y7xZ;V) -4 (S) 

(3, 4-^^l/>W'>7x^I/) ( R) -*^^>S?] © 

1/2 1TAUC#11 8<&t®^fCflinTViS. 

*56^©EH©W2&^tt> N- [6-^h^~>-5- (2-^b^y7i; 
+ _ 2 - (2-HU$y-iW -4-K'J5^] -2-7i^Hr> 

a^pii9 7/2259 5-jticsB«$n^*e*^tf £n, £ 
te*^ a^t**^ mm. mm, v>w&<ommsi* mm, y°u^>m, 
-?n>m, 3A^s, 77-ji/Si, ^^u>m, fim, u>m ?ssm. 
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^x>m> **>7>)v&>m. x.$>>x)i*>m. TTsn^^ym. tnv?*>mm><D 

g S §5 KARAITE J.^>##* j#^51^tc^iJ^P@^®!^JT*S. 
k^M^H^l/P — 7. (HPMC) ©J;5^SI ; XfT'J >»7^y^A, 
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Bb*iu imau a#»J* 

£©j:5&aj*tttt* $6K:»*5W. MM* *<fc*U *H»*J, 

*56W©w«i^is^*©s#*tt, 

^AlAifcO*»l«»ISl0. l«5 5 0 0mg/B, Jlf S b < 1 75S 2 5 
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^5>y>*©it#*;WE>, itUa-^l/'J>^LH-RHii^ WBfe 
^V'J>*©LH-RH7 -J r- X h , y77'7f >*©tt*tt«* 6 &«t#fc 

Bill *;^U>**K:*#-rSET-l (A. First Phase, B. 

Second Phase, C. ??Jfi) ^it. 

First Phase, B. Second Phase, C. &JB) £^t"o 

03(1 V^7 7>#^*ffllSm*fflflSMC3T3-El © ET-1 fjffSMl*! Ca 2+ y«i£±#K:*rir 
H4B, TC7^#*IBia**IIIIftllC3T3-El © ET-1 ([ 3 H]-thyamidine 
05l t ^X#|f£fflB3iiiittMC3T3-El OET-1 tfff6M*M (»UI&») t^TTS 

m e «*;wE>#tt#ttt MuiiMMJ^ppc-i ©et-1 immmmmizttrzik 
^£^s£-r&fc&©«&©^*i 

lttN- [6-^h^v-5- (2-/h + y7x/ + y) -2- (2 
- tf'J a^-AO -4-tfU5v-;H -2-7i^VXf>XJ^>75F- 

1 ^7°iz;H£ 
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1 





2mg*7°-tz;i/ 


lomg tiy OJ t)V 




ik&W i 

m 


2. Omg 
298. Omg 
300. Omg 


lOmg 
290. Omg 
300. Omg 


20. Omg 
280. Omg 
300. Omg 



artless*:***', *«Ksattrtic o. 7%*;i/TU ^WffcSfc^***-*^* 

20 m 1 f ogTS4tfc. f©fit<fcD!llit5 licking 43<£tf biting Rfc<D 

£Lfc„ *jy-?'J 5 ^W^SJK^fWSr first phase, S#!£10# 

^£ 40#£T30#ra©£Jftl5W£>il&th& second phase <h LT^0©it^ £ bfc„ 

Sfc Licking £^PtraCDfttlM1-^T 10:00^b 18:00 Offi^ffofc. 

ET-1 £^tT 0. 7% *;l/TU ><£W£S:&&7K£ 3, 10, 30pmol/paw ©ffliTSS 

-fk^^l (0. 3~3mg/kg)£ lml/lOOg ©£*T*£P«!#b, 60 ET- 

l(10pmol/paw)£#tf 0. U >^£H*£7K£*«&£fcl*lK&T&^ 
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B^^m±mmm^-V^LTz 0 =.nm<DmMM^^ ttfo<Dt£^ student 
U Dunnett <3D^*Jt«fcJ:0 plt&Ucmbfc. p**« 5«KT©imiit 

asm) 

(licking*5«ktf bitingRtf: first phase) 20 »W« 

§tf— ^ <bT£f#^'l4<D^*KJ£ (second phase) £:ftfc. (Ell A, IB). 

o. 7%^;v^u ymmz^^v&mz&mtfm&ztifz m 1 o „ 

^jK'J >«<hET-l(3, 10,30 pmol/paw)S:iHlPt^S^-r^^. first phase, 
second phase &^»«*«ffl*tt#WlCd^W*^it5ft$nfc (HI A, IB, 1 

C). 

It&Ml (0. 3, 1, 3mg/kg, p. o. ) fct, ET-l(10pmol/paw)»5g©*;U-7U 
(first phase, second phase) ***K«1IM bfc (HI 2 A, 2 

B, 2 C). 

ttttftU #lf IBJfiflWBIIfi MC3T3-E1 CD E T - 1 WIS** SHHHK1* 
(#&) 

HI&Klte, MC3T3-E1 Srffl^fc (Journal of Cell 

Biology, 96 (1), 1 91-198, 1 983) . 

<D*EHJ&fl Ca 2+ ?lJt« 

Ilfi§t^fX^(g 13. bmm)±\Z®mV. zi>7)Vzi>h\zML1t&. lfrit# 
#£TT3$ 12 B#fpm±ig*^H^^ffl^fe" Ifflfl&t" Hank's balanced salt 
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solution(HBSS)(140mM NaCI, 4mM KC1, lmM K 2 HP0 4 , lmM MgCl 2 , ImM CaCl 2 , lOmM 

glucose, 20mM Hepes, pH=7. 4) Fura 2-AM(4 » M) ^»^T 37<C, 1 P3HHH > 
>brc 0 HBSS^Aofe5^iz;^^iz;V7 :; X^^H^U^ffl^rtCa 2+ 

IrMt^T^i^FlteLt Ca 2+ -ajt©iy^«> 340/380nm 

i;oT«l*J U u mm%W&ls fcU. Biol. Chem. , 260, 3440-3450, 1985) o 
d)DNA^J&*$J5t 

DNA [ s H]^JVb£ thymidine ©IRt) bfc. M£ 96 
7X7° 1/- h fcFCS 0. 2XO^fliiSffl^T 1. 5 Xl0 4 cel ls/well ©fiJ^T^^T 2 S ffl 
*©«*JKRtf ET-1 fciPA24l*M»*Lfc. fc^TJSfcifc + KPH- 
methyl]-thymidine,0. 5 m Ci/well **Jn b 6 PfrM/W* r^l/bfc. l^Tl 

$n^c[ 3 H-methyl]-thyinidine ©;&WiStt£:Jfc#>' >^ 1/- ~> a ? >^ -t? 
MJfcUfc. »Ki:bT«F«IE&»iniLfc»)e«*100Xtb, DNA £j*«§iD«*ffl 

.ttMctt. Cell Counting Kit (D0JIND0)<Dtt*«F«Sffl^Ta)ebfc. WIS* 
24^yu-btc: FCS 0. 5%<Dt%W*m^T 1. 0 X 1 0 4 ce 1 1 s/we 1 1 ©§iJ^Ti$V>T 1 

tt**«*100ji 1/well^nb, 37*0, >*;x^-~> 3 > bfc Rfclft, 

2AKZfU-h<D&KfrP> 200 /z l-r^96^7V-b«^>©^^(^* 405n ^ 
650nm)^7V- h U-^-T«3febfc. **JH ^ L,T*»*iraAfcHSMI 



*n^n©«K:^^T, MMibTEM 10- 3 ~10- fi M, jb^l io- 2 ~ 

io-<M©*£«H(v>*rnfc io«tt)T«*frofc. item mm\Hc^m 
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fco #^»©ET-1 ©EC BO ffi*3<k^b'&'»© IC 50 ffitt, Logistic ElHBffiK:<fc&* 
(US*) 

<D MC3T3-E1 0 ET-1 BSBfflfeA Ca ,+ *ft±#K:*rr*<fc£<» 1 ©WIMS&* 

s"j7X't^llB)3SW^T$.^MC3T3-El lC*5^T,ET-l (1 0" 12 ~ 1 0" 6 M) 
WtUBJSrt Ca 2+ Mit^±#^-&^(I2I3 A). ET-1 CD EC 50 ffite 7. 39 X 1 (T 9 M T?* o 
fc. 1t1^ 1 (10- ,2 ~10- 4 M)«, ET-l(10- 8 M)lC«fc.O^$nfe*ffliai^ Ca 2+ M±# 
fpfflfc*fttt#Wfcfflttbfc(H3B). ft;£4&l© IC M «tt 1.02X10- 8 M Tfeo 

(DMC3T3-E1 © ET-1 fcSBffliaEfcK**"*-*^* 1 <DfflM%>%: 

^vx-g&mmmmm-v&z mc3T3-ei k:*^t, et-kio- ,3 ~io- 6 m)«[ 3 h]- 

A) .ET-1 ©EC 50 ffitt9. 84Xl0- 12 MT$»ofe o >fb^^l (1 0" 12 ~ 1 0" f> M) «,ET-1 (1 0-'°M) 
l^J; DM^^nfc[ 3 H]-thymidine ©3* 0 &#-±#f£ffl Lfc 
(04B), 1 ^ IC 50 lfite 1. 15X 10- S M T&ofc. 

husk:. wst-i \z&%mm$kmfemm\z&^x%. et-kio- |2 ~io- 6 m)^mc3T3- 

El ©«Jfi»*«flEtt^WK:**^±#**fc<H5A). ET-1 © EC 50 <t« 2. 20X 
lO-'M T&ofco {t£<»l (10-"~10- 6 M)«, ET-l(10- 9 M)tCi;DIil^$n/c*fflM^ 
±#f^fflft»*tt#Wfc«HWUfc(H5B). ft^l® IC 50 «« 9. 54X10- 9 M T 

«iJi« (1) 
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^ctt*jK>*ft#ttt hwiiLmmmmmr*&z> ppc-i ^m^ft 

(International Journal of Cancer, 44, 898-903, 1 989) . 

<D ppc-i mmnrnztt^rz et-i of^ffl*<fc^«^n^ < ksJtjft«ift!is&*©ttw 

*ffliaif9Jia©fi«tUT DNA ^*Sri«^bfe. DNA [ 3 H]^;Vb£: 
thymidine ©ffiDk^fcSSlJgbfc. *fflJI&£ 96 7X^1/- hid FCS «jjn©igiiU£ 
JEUT ixi0 4 cel ls/well (DfiJ^T^^T 5 HKIi8*lb&. -^©^gi&Rtf ET-1 
24B#Pp^±g*Lfco^^T±g*M4 J id [ 3 H-me thy 1] -thymidine, 0. 5 n Ci/well 
£»0b 6 BtPe'jA^T^^I/L/io i^T*iS$»g 0.2 KtfcS.fc'SC SDS « 
*j»jraU«Blia*»»S1i:fe^» DNA -&^^^ffl^nfe[ 3 H-methyl] -thymidine Ott 

^i4^^#>->^i/-~>3 >fiv>?-T*mmvtc 0 imtLxmm^iJui^ 

*^KiC*3^T, Jl«m<hbTET-l 10- ,3 ~10- 6 M(10 «Jt), fl^#J 1 10" 10 
~3X10" 6 M ®»SIEil(3«it)T^»SrfT"ofe. it&®l\Z* ET-1 i&bnft 2 B#fffl 

ftjfc^iQbfc. 

iU Dunnett <Z)#fiJt&K:«fc 0 pi&IEttiLfc. pI*J 5mT©»^*f St 
bfeo Yb^#J 1 © IC 50 tI« logistic tHj'jm^tCck D^ttSb^Co 

H6AHStJ;5t, sJ^WE^SRStefc: hStfAjftaSJHBiat* PPC-l \zte^T, 
ET-1 (10~ l3 ~10~ 6 M) [ 3 H]-thymidine ©mfQ3A^^±#$i±, B 

MMMi&mftm&^VtZo ET-1 O^fflai0- 8 MR±TtfT$.o^o 

it&mi (io- ,c ~3xio- 6 m)« et-i (io- 8 M)-rntfs$n^> ppc-i mmnmi&m&mm 

foWmzfflmV, IC 50 fiifci28 ± 9. 8 nMT&ofc (0 6 B). 1 CD»Jf£ffl 

« 3X10" 7 M .£A±TWi£T 
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HmM4 ^jv^yimmit httiLmmmMvET- ltmmmmmizn-r^ 
fflwum (2) 

mm\z\t*)i*>#foft&thM&mffiMmwx°&2> ppc-i sjfl^fc 

(International Journal of Cancer, 44, 898-903, 1989) . 
(DET-1 lC«k*itmK^*«k^*«il^«fc«» ET-1 «56ieflt«lft!l«l*0«W 

Mi&te, alamar blue fiDtt»»»*ffl^TJi3£bfc. 24wel 1 h fcttHS 

* 2X10 4 cel ls/well &##>A^> FCS *«RJP©«tfJ^tftbTS £ K 

24B#P*1±3*bfCo ^©tfe»J&fttf ET-1 ^(10-"~10- 6 M)^JDb, 96H$Mi8*bfc. 
*gifea>^#I^Ste 500 /x 1 tl, tg*^^ alamar blue <£ 50 m 1 Mb 4 P^ffl 
-f >^^.^— ->a >bfcc 24wel 1 yiz-hO^^^^S^S^ 100 u 1 

^b, 96well ^L%m. 405nm, #SSjfiS 650nm) 

te^«0©ffl*!l&*©*&*tK:«, ik&to i * 10 " 9 — 10 " 5M ET_1 * 

io- 7 M^io 30 ^Mtasiobfc. 

tS&^BfcK^T ET-1 ©«S«5&*®^^nfcfe», 48 I^WTfrLVi 
ET-1 ^JPigiliich^^Ufcc 
(Si*) 

t2t^f J:^C> ET-1 « 10""M^e> ET-1 (C££PPC-1 ©«fflJiaii«[f^ffl^« 



2 



ET-1 (M) 






100. 0 


10"" 


119. 6 


10 -.o 


122. 3 


10" 9 


' 124. 0 


io- 8 


115. 3 


10" 7 


119. 3 
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(n=7) 



3 



ET-1 


tt&m i 


mmmm(%) 






100. 0 


10" T M 


0 


110. 5 




10' 6 M 


99. 2 




10" 5 M 


98. 1 



(n=7) 



&l£3i£ : 1 

&m:2, 10St/40mgi 

ffl*: 2, 4, 1 0, 2 0, 6 0, 1 2 OTO 4 Omg/0 (lBlXtt2@ 
&-5-#3fH : 4 31(15 (2 8 0) 

(Dfl}3£04#M#LM (PSA) 

(ti737VAS(visual analogue scale ) <D&<t/mM& 

ftfl8^9*0)l*W7VASS3S[fStfc. <fc**l 1 1 8^*4 
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SA^I^t, 2«©PSA^5tfc. ft^lHlf 18^^11^© 
J®iStb^*Jfiff bfcitfrttH&itaiSS* 3%&tt&£VTik&® 1 £ 1 0 m g 

l: ^ii3o^ i B#r^. ip#r^3o^, 2mm, 3mm, 4mm, 6mm, 8 
mm, 12mm, 2 4im 3 e^mou smmo&m&x^^v >u^a 

iCTWSlfc. ISttL C - M S / M S fe* ffl ^T«l£ Ifc. 

^4 fc^-TSItK {t^tl 1 S 1 Omg#HISP^Pt©Cma xR^AUCIl 
ABT-627 £2 OmgS^i^T^^I 5 ]! Hgf&tf *9 1 8 flSiSVMIS^l'fc. 



4 





AUC 
(ng • h/ml) 


C max 
(ng/ml) 


T max 
(h) 


T 1/2 

(h) 


1 10 mg 


14700 


1000 


2 


13 


ABT-627 20 mg 


*802 


*93.5 


*0.6 


*28.4 


it^Ml (lOmg) /ABT-627 (20mg) 


18 


11 







*)6 ,h Inernational Conference on Endothelin, Oct 10-13, 1999, abstract No. 219 



*fctt^2lC*5^T, ET-1 « 1X10-"M gS©*^J-<ft*^e.#^«lJia 
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PS/ml 10 6 cells/24hr CO ET-1 i4m$nT^5 
(Nat. Med. , 1 (9), 944-949, 1995) c 1 XIO-'M \Z&tz 0 , f*&0!l 2 

& et- i © # z> BjHEtt & < ^ng-r a autre * * . umm 

$]T* & £ £ i: **5fc& £ ft o 

Z> ABT-627 © l/2 0ffl!TAUC^l 8^<hifii<> 1 OfiPS#l^fO« 

□ P^iRteR^^lKj^^^^ftTV^ ^tA^ftSnfc. t hET A ^#^ 

(Kill) Ui^l^O. 697nM (W097/22595) . ABT-627 ifi 
0. 48DMO. Pharmacol. Exp. Ther. , 276, 473-481, 1996) £ta«FI<*T»**<, fl^tt 
1 ABT-627 «k DfeinfclOfeil^tll^W. 

Sfl5tl»«S#^bTl 0 m g ©ffli^ bf t^^i&f^iS^ tlfc ABT- 
627 (Proceedings of ASCO, Vol. 1 9, 1 314, 2000) CO 1 / 5 ©*T& D , 1 «fu 
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it 2t <d ft m 

1 N _ [ 6 b^v- 5 - (2-^h^>7x7^y) -2- ( 2 - tf U 5 

3 N _ [6 _^}.^->_5_ ( 2 -^h^y7x^y) -2- ( 2 - If U a 

4> N _ [6 _^j^>- 5 - (2-^h^->7x^y) -2- (2-tfU5 
_ 4 - tf.U 5 - 2 - 7xX;Hf>^^>75 HXS* 

5 N _ [6 _^ h ^,>-5_ ( 2 -/^y7x^y) -2- ( 2 - tf U 5 

6 N _ [6 _^^->_ 5 - (2-/h^y7x7^y) -2- ( 2 - bf U 5 

-4-tfU 5>?x;W - 2 - 7x'JHf>XM>75 FX^ 

7 N _ [6 _^ 5 - (2-^h + y7i;+'» -2- (2-k 0| JS 
>?-;!/) - 4 - tf U 5^XJH - 2 - 7x-JVXf >^M>75 Ftfctt 
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9. N- [6-^h^5>-5- (2-^h4y7i7+y) -2- ( 2 - t? U 5 
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HI 1 

A: Fi rst Phase 



150 



100 



m so 



C: Paw Edema 



B: Second Phase 



IrfltinrH 




□ control 

□ ET-1 3pmo l/paw 
| ET-1 lOpmo l/paw 
■ ET-1 30pmol/paw 



(n=12) 



*P<0.05, **P<0.01, ***P<0.001, significantly different from control (One-way ANOVA 
followed by Dunnett's Multiple Range test) 




B: Second Phase 



C: Paw Edema 




■ 



200 - 

^ 150 - 
1 8 

i ^ ioo - 


## 










T 


* 








T 








Licking 

O CD 

1 1 


■ 









□ Control (n=13) 

| ET-1 lOpmol/paw (n=13) 

■ ET-1 + fb^n 0. 3mg/kg p. o. (n=13) 

□ ET-1 + fls^ttl lmg/kg p.o. (n=13) 

■ ET-1 + 3mg/kg p.o. (n=14) 



*P<0.05, # *P<0.01,* ## P<0.001, significantly different from control (Un paired t- test). 
*P<0.05, **P<0.01, ***P<0.001, significantly different from ET-1 (One-way ANOVA 
followed by Dunnett's Multiple Range test) . 
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04 




-13-12-11-10-9 -8 -7 -6 0 -12-11-10-9 -8 -7 -6 



Agonist Cone, (log M) -fbB^I (log M) 

*; P<0.05, **; P<0.01, ***; P<0.001 vs P<0.001 vs ET-1 (0.1 nM) values by 

corresponding Cont. values Dunnett multiple range test 
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A B 




Agonist Cone, (log M) <t^1 (log M) 

**; P<0.001 vs corresponding Cont. values ##; P<0.01 vs ET-1 (1 nM) values by 

Dunnett multiple range test. 



IH 6 

A 



O 

Q. ^ 

So 
o is 
c c 

a> 8 
=5 o 

>» 



200 

180- 

160- 

140- 

120- 

100- 



2- 80 



-e- et-1 




B 



200 



| 180 
If 160 
~~ o 



a> o 



„ 140- 

T3 O 

g 58 120 
i— 100 

■ 



n 1 1 1 1 1 1 1 

13 12 11 10 9 8 7 6 

Agonist Concentration 
(-log M) 

*; P<0.05, **; P<0.01 vs corresponding Cont. 
values by Dunnett multiple range test (n=6) 



52- 



80 



-e- ET-1 10- 8 M 




10 



9 



—i 1 — 

8 7 
(-log M) 



6 



*; P<0.05, **; P<0.01 vs ET-1 (10 nM) 
values by Dunnett multiple range test (n=6) 
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